Introduction {#sec1}
============

Angina bullosa hemorrhagica (ABH) is a rare benign disorder characterized by sudden onset of painless, blood-filled, blisters of the oral cavity that quickly expand and rupture spontaneously within 24 to 48 hours. First reported in 1967,[@bib1] ABH has been noted under other diagnostic terms including *recurrent* or *traumatic oral hemophlyctenosis* and *benign hemorrhagic bullous stomatitis*.[@bib2] Localization of blisters is usually restricted to the soft palate, yet the buccal mucosa, tongue, and lips may also be involved.[@bib3] Associated symptoms have been noted in some cases, including hoarseness and blood-tinged sialorrhea. Blisters tend to heal without scarring. Most cases occur in adults, ages 50 to 70, with no differentiation in incidence between men or women.[@bib2], [@bib4] Because it is infrequently encountered in the clinical setting and sparsely reported in the dermatologic literature, its recognition and diagnosis make it challenging for providers. We report a recent case of ABH in a middle-aged man with idiopathic thrombocytopenia, including its emergent presentation and relevant histopathology.

Case {#sec2}
====

A 45-year-old man presented to clinic with a 4-day history of multiple, tender hemorrhagic bullae of the oral cavity. He reported the first lesion appeared on the left buccal mucosa after he consumed an apple, followed by acute rupture and subsequent bleeding. Two more lesions appeared successively leading to a hospital admission where he was treated empirically with oral clindamycin at a dose of 300 mg 3 times daily and discharged. An additional bulla appeared on the right buccal mucosa the evening before his visit, which was present at the time of the examination. Examination found a 1-cm hemorrhagic tense bulla overlying edematous mucosa and a shallow, atrophic erosion with ragged border at the site of the previous bullae on the left buccal mucosa ([Fig 1](#fig1){ref-type="fig"}). No other papules, plaques, or ulcers were appreciated in the oropharynx. His medical records showed a recent history of thrombocytopenia, congestive heart failure, and shortness of breath and a medication regimen including aspirin (81 mg/d), losartan, levothyroxine, gabapentin, furosemide, esomeprazole, docusate sodium, and amiodarone. Complete review of systems was otherwise unremarkable. Laboratory test results highlighted a platelet count of 98,000/L (normal range, 150--440 10\*9/L) and a lymphocyte count of 1.4/L (normal range, 1.5--5.0 10\*9/L). Four-millimeter punch biopsy specimens were taken from the edge of the bulla for hematoxylin-eosin (H&E) staining and from perilesional skin for direct immunofluorescence Before biopsy, the bullae was aspirated with an 18-gauge needle. Hemostasis was obtained with manual pressure and electrodessication. The clinical differential diagnosis included autoimmune blistering disorders, bullous lichen planus, and ABH. H&E staining of a punch biopsy from the oral mucosa found a pauci-inflammatory subepithelial cleft with hemorrhage ([Fig 2](#fig2){ref-type="fig"}, *A* and *B*). Direct immunofluorescence mapping of the mucosa was negative, showing no immunoreactants detected using specific antihuman IgG, IgM, IgA, C3, and fibrinogen conjugates. Indirect immunofluorescence of the serum did not detect any autoantibodies. Both the clinical history and histopathologic findings were directly in line with classic reports of ABH.[@bib5] The patient\'s blisters healed with no scarring. His idiopathic thrombocytopenia remained stable. The patient died of unrelated causes without any recurrences 1 year after his initial presentation.

Discussion {#sec3}
==========

Diagnosis of ABH highly depends on recognition of clinical features and is often delayed because of its resemblance to other similar-appearing conditions involving oral mucosa. Mucosal biopsies are inconclusive, usually yielding nonspecific findings such as hemorrhagic subepithelial bulla, chronic inflammatory cell infiltrate within the lamina propria,[@bib6], [@bib7] and a decrease in elastic network leading to fragility of vessel walls.[@bib6], [@bib7], [@bib8] Direct and indirect immunofluorescence consistently show negative results.[@bib3], [@bib4]

The cause of ABH is still poorly understood.[@bib9] However, several etiologic factors are identified as potential precipitating conditions, such as arterial hypertension, diabetes mellitus, long-term inhaled steroid use, and masticatory trauma.[@bib2], [@bib8], [@bib10] Several isolated cases of drug-induced thrombocytopenia associated with ABH-like lesions have been reported,[@bib11] but it seems unlikely that our patient\'s stable idiopathic thrombocytopenia contributed to the development of his ABH given that it is typical for patients with ABH to have platelet counts and coagulation test results within normal range. A few reports of ABH showed a significant decrease in elastic fibers in microscopic sections of affected mucosa, thus, proposing that poor anchorage of small blood vessels could explain the appearance of hemorrhagic lesions in response to minor trauma.[@bib12] Spontaneous ABH with no notable predispositions was noted to occur in up to 47% of patients reporting related clinical signs, including bullous blisters appearing most often on the soft palate and some in the buccal and lingual regions.[@bib3]

The differential diagnosis is broad when assessing ABH because of its nonspecific symptoms and clinical presentation. It includes mucous membrane pemphigoid, epidermolysis bullosa acquisita, linear IgA dermatosis, erythema multiforme, oral amyloidosis, pemphigus, dermatitis herpetiformis, and bullous lichen planus.[@bib2], [@bib3], [@bib5], [@bib13] Many of these conditions differ histologically from ABH and tend to be associated with immunologic and autoimmune abnormalities. Hemorrhagic blisters can also arise in hematologic disorders, such as leukemia, vasculitis,[@bib14] and thrombocytopenia,[@bib2] but normal blood count and hemostatic function help distinguish between them. No treatment is necessary, although active blisters can be gently ruptured to prevent further separation of the epithelium, followed by the use of antibacterial mouthwash, chlorhexidine gluconate, to prevent infection.[@bib3] Ascorbic acid/citroflavonoid (200 mg twice daily) has been reported to possibly prevent recurrences.[@bib2] In one atypical case, intubation was required because of excessive bleeding from a large bulla that resulted in airway compromise.[@bib15]

ABH is a rare yet benign condition affecting middle-age to elderly adults, both men and women equally. Although several case series describing ABH do exist within dental and oral surgery research, relatively few reports exist within dermatologic literature. Our case emphasizes the need for dermatologists specifically to consider ABH in the differential diagnosis involving oral cavity blisters, as previous reports suggest knowledge of the condition is limited in the field.
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![A tense hemorrhagic bulla on the buccal mucosa.](gr1){#fig1}

![**A**, Punch biopsy from the edge of the bulla. **B**, Punch biopsy specimen at greater specification. (**A** and **B**, H&E stain; original magnifications: **A**, 40×; **B**, ×200.)](gr2){#fig2}
